Paldimycin (U-70138F) is a new antimicrobial agent with activity against gram-positive cocci. Clinical isolates of staphylococci and streptococci were tested. MICs were higher in Mueller-Hinton broth than in nutrient broth. Change in pH had minimal effect on the MICs in either broth. When inoculum size was varied, an inoculum effect was observed. The gram-positive cocci tested were generally more susceptible to paldimycin than to vancomycin.
Paldimycin (U-70138F) is a new antimicrobial agent manufactured by The Upjohn Co., Kalamazoo, Mich. It was originally isolated from fermentations of "Streptomyces paulus" but is now prepared from paulomycin (1) by reaction with N-acetyl-L-cysteine.
Preliminary studies indicated that the susceptibility of many gram-positive cocci to paldimycin is both medium and pH dependent. Most gram-positive organisms tested by the Upjohn laboratories were more susceptible to paldimycin on nutrient agar (pH 6.8) than on Mueller-Hinton agar (pH 7.2). Upjohn's correlation of in vitro data with mouse protection studies indicated MICs determined on nutrient agar were predictive of in vivo activity.
The purpose of this study was to (i) examine, under varied physical conditions, the in vitro susceptibilities of grampositive cocci to paldimycin, and (ii) examine the comparative susceptibilities of gram-positive cocci to paldimycin and vancomycin.
Organisms. Recent clinical isolates tested in the Infectious Diseases Research Laboratory, Henry Ford Hospital, included methicillin-resistant Staphylococcus aureus (n = 32), methicillin-susceptible S. aureus (n = 32), Staphylococcus epidermidis (n = 32; 11 of 32 methicillin resistant), Staphylococcus saprophyticus (n = 12), and Streptococcus faecalis (n = 24). The methicillin-resistant and -susceptible S. aureus and S. epidermidis were blood isolates from patients with infective endocarditis. S. saprophyticus was from cleancatch, midstream urine cultures. S. faecalis was from blood, urine, and miscellaneous cultures.
Antibiotics and media. Paldimycin was supplied by The Upjohn Co. Vancomycin was supplied by Eli Lilly & Co., Indianapolis, Ind. Stock solutions of paldimycin and vancomycin were prepared in concentrations of 1,000 ,g/ml and stored at -70°C until use. Final working concentrations of paldimycin and vancomycin were 0.024 to 50.0 ,ug/ml.
To study the effect of growth medium, growth medium pH, temperature, and duration of incubation on the susceptibility of gram-positive cocci to paldimycin, nutrient broth (Difco Laboratories, Detroit, Mich.) and Mueller-Hinton broth (Difco) were used. Each medium was cation supplemented (8) . The decision to use nutrient broth at pH 6.8 rather than pH 7.2 was made in light of Upjohn's preliminary in vitro and in vivo trials with paldimycin. Mueller-Hinton broth was used at a pH of 7.2 (see Table 2 paldimycin susceptibility patterns generated from the recommended National Committee for Clinical Laboratory Standards method with data from the suggested methodology of the Upjohn laboratories (nutrient broth, pH 6.8).
Methods. MICs were determined by the standard microdilution broth technique (8) . After inoculation, the concentration of organisms in each microtiter tray well was 3 x 105 CFU/ml, which was verified by culturing 10-fold dilutions of a 0.01-ml sample from one of the growth control wells. Each microtiter plate was covered and placed in a plastic bag containing a sterile, moist pad to prevent drying during incubation.
MBC. The MBCs were determined by the method of Pearson et al. (9) . The MBC was defined as the smallest amount of antimicrobial agent needed to kill 99.9% of the inoculum.
High and low inoculum. MIC and MBC studies, using either a high or a low inoculum, were performed in a manner similar to that described above (8, 9) . Low-inoculum MBCs were not reported because of a lack of test sensitivity when a sample volume of 0.01 ml was used. Also, larger sample volumes entail excessive antimicrobial carry-over, which could interfere with accurate MBC determinations.
Effect of growth medium and pH. With each medium at a pH of either 6.0, 6.4, or 6.8, the MICs, MBCs, and ranges did not significantly differ from those obtained at pH 6.8 (Table 1) . MICs determined in Mueller-Hinton broth (pH 7.2) were at least four times higher than those determined in nutrient broth (pH 7.2). Methicillin-resistant S. epidermidis had the same patterns of susceptibility to paldimycin as methicillin-susceptible S. epidermidis.
Combined effect of temperature, time, and medium. Methicillin-resistant and -susceptible S. aureus MICs and MBCs were similar to each other when the combined effect of temperature, time, and medium was examined ( Table 2 ). The methodology used by McDougal and Thornsberry (7) 
